PATENT COOPERATION TREATY 

From tJie 

INTERNAnONAL SEARCHING AUTHORTTy 



To: 

DANIEL HART 

KNOBBE MARTENS OLSON & BEAR LLP 
2040 MAIN STREET 
14TH FLOOR 


PCX 

WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

(PCT Rule43to.l) 


(dayAnorak/y^r) Z 5 JUL 


Applicant's or agent's file reference 
GENOM.032VPC 


FOR FURTHER ACTION 

Sec paragraph 2 below 


International application No. 

PCT/US04/27412 


Internal jonaJ filing date (day/tnonth/year) 

23 August 2004 (23.08.2004) 


Priority date {day/monih/year) 
25 Auftust2O03 (25.08,2003) 


International Patent Classification (IPC) or both national classification and IPC 
IPC(7): C12Q 1/68; Ci2P 19/34 and US CI: 435/6, 91.1, 91.2 


Applicant 

GENEOHM SCIENCES, INC. 





LThis opinion contains indications relating to the following items: 

Basis of the opinion 
Priority 

Non-cstablishmem of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 43^i.r.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and e)^>lanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Box No. VUl Certain observations on the international application 

2. FURTHER ACTION 

If a demand for international preliminary examination is made, diis opinion will be considered to be a written opimon of the 
International Ptcliminary Examining Authority ("IPEA") except that this does not apply where the applicant chooses an 
Authority other Chan this one to be the IPEA and the chosen IPEA has notified the International Bureau under Rule ^SAbisUb) 
that written opinions of this International Searching Authority will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA. the applicant is invited to submit to the 
IPEA a written reply together, where appropriate, with amendments, before (he expiration of 3 months from the date of 
mailing of F«)rm PCT/ISA/220 or before the expiration of 22 months from the priority date, whichever expires later. 
For further options, see Form PCT/ISA/220. 

3. For further details, see notes to Form PCT/ISA/220. 
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WKil irJN Ui'lXVlUiN Ur IHJc. 

INTERNATIONAL SEARCHING AUTHORITY 


Internationa] application No. 
PCT/US04/27412 


Box No. I Basis of this opinion 


1. With regard ta the language, this opinion has been established uii chc basis uf the international application in the language in which 
it was filed, unless otherwise incticatcd under this item. 


Q This opinion has been established on the basis of a translation from the original language into the following language 

, which is the language of a translation furnished for the purposes of international search (under Rules 12.3 and 

h.Hb)). 


2. With regard to any nucleotide and/or amino add sequence disclosed tn the international application and necessary to the 
claimed invention, this opinion has been established on the basis of: 


a. type of material 




1 1 a sequence listing 




n tablc(s) related to ttie sequence listing 




b. format of material 




( 1 in written format 




1 1 in computer readable form 




c. time of filing/furnishins 




r~1 contained in international application as filed. 




1 1 filed together with the international application in computer readable form. 


1 1 furnished subsequently to this Authority for the purposes of search. 


3. n In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been 
filed or furnished, the required statements that the information in the subsequent or additional copies is identical to that in 
the application as filed or does not go beyond the application es filed, as Expropriate, were furnished. 


4. Additional comments: 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/US04/274J2 



Box No. rv Lack of unity of inveotioo 



1 . IXJ ^ n response to the invitation (Form PCT/ISA/206) to pay additional tecs Uie applicant has: 
paid additional fees 

I I paid additional Iocs under protest 

1X1 not paid additional fees 

2- EH This Authority found that the requirement of unity of invention is not complied with and chose not to invite the applicant 
to pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rule 13, 1 , 13.2 and 1 3.3 is 
I J complied with 



not complied with for the following reasons: 
See the lack of unity section of the InternationaJ Search Report(Form PCT/ISA/210) 



4. Consequently, this opinion has been established in respect of the following parts of the international application: 
I I all parts. 



the parts relating to claims Nos. 1-48 and 64-152 
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WRIT rEN OPINION OF THE 
ENTERNATIONAL SEARCHING AUTHORITY 



IiUernationai application No. 
PCT/US04/27412 



Box No. V Reasoned stalement under Rule 43 d/f.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 



Noveit>' (N) 



Claims Please Sec Qp j^tici uatt on Sheet 

Claims Please Sec Continuation S heet 



_YES 
NO 



Inventive step (IS) 



Claims ConUnvaUgn Shgg! 



YES 

_N0 



Industrial applicability (lA) 



Claims Please See Continuatiaii Sheet 
Claims Please See Continuation Sheet 



_YES 
_N0 



2. Citations and explanations: 

Claims 1-9, 12, 13. 15, 16. 18, 19, 22-24.26. 29-37. 39-42, 64-73,76-83, 95-102, 105-112, 114-119. 122-126, 129-134, 137-141, 
and 144-150 lack noveliy under PCT Article 33(2) as being anticipated by Molecular Staging, Inc. (WO 02/077256). The relerence 
leaches a nucleic acid molecular hybridization method that uses probes that contain two regions that bind to the target. Probes thfii 
bind to the target arc circularized and amplified via rolling circle amplification. The probes of ihc reference also contain lags and 
jnay contain a promoter for the detection of RNA transcribed from the probe. For example, see Figure I , the Abstract, page 4, line 
32 through page 22, line 10, and claims M62. The claims describe no more than the reference. 



Claims 10, 11. 14, 17. 20, 21, 25, 27. 28. 38, 43-48, 74. 75, 84-94, 103, 104. 113, 120. 121. 127, 128, 135, 136, 142. 143, 151, 
and 152 meet flic criteria set out in PCT Article 33(2)-{3), because the prior art does not teach or fairly suggest the claimed methods- 



Claims 1-48 and 64-152 meet the criteria set out in PCT Article 33(4), and thus have industrial applicability because the subject 
matter claimed can be made or used in industry. 
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WRITTEN OPINION OF THE 


PCT/US04/27412 


INTERNATIONAL SEARCHING AUTHORITY 




Supplemental Box 




In case the space in any of the preceding boxes is not suffident. 







V.l. Reasoned Statements: 

TheopimonastoNovclly was positive (Yes)withrespcci to claims 10. U. 14. 17,20,21.25 27 38 43-48 74 75 84-94 im 
104, 1 13, 120. 12K 127, 128. 135, 136, 142. 143. 151 . and 152 

The opinion as to Novelty was negative (No) with respect to claims 1-9. 12, 13. 15. 16, 18, 19,22-24 26 29-37 39-42 64-73 76- 
83. 95-102, 105-1 12. 114-119. 122-126, 129-134, 137-141, and 144-150 

The opinion as to Inventive Step was positive (Yes)with respect to claims 10, 11. 14,17,20 21 25 27 28 38 43-48 74 75 84. 
94. 103-104. 113. 120, 121, 127, 128. 135, 136, 142, 143, 151, and 152 

The opinion as to Inventive Step was negative(NO) with respect to claims 1-9, 12, 13. 15, 16. 18, 19 22-24 26 29-37 39-42 64- 

73, 76-83, 95-102, 105-112. 114-119, 122-126. 129-134. 137-141. aixl 144-150 

The opinion as to Industrial Applicability was positive (YES) with respect to claims M8 and 64-152 

The opinion as to Industrial Applicability was negatjve(NO) with icspect co claims NONE 



Form PCT/ISA/237 (Supplemenial Box) (January 2004) 



BEST AVAILABLE COP^' 



NOTES TO FORM PCT/ISA/220 <conHnued) 

(i) the claim is unchanged; 

(ii) the claim is cai-.ceJletl 



(iiii the claim is new; . 
u,c Cin, .places on. or -e c awr.. 3S n 



the claim rcpiau^;:* 

Thef.l.owin8«a«p1«a.«.r3.e.h* manner in wh.ch.«.«ln.en.s™.»s.b.e,p 

A fi-,ar«.-ndmeni of some claims there arc 51): 

; (Where vanous kinds of ^mendmems a« made). ,^ ^ '^^ft'lS'-""™''''* 

:r3r^T4:';:KrsfS3^^^^^^ - cU.^ZOo„d 2. add.. 

-SlatemenJ udder ArtWe 19(1)" (R"le am-ndments and Indicaiing any impact 

TKc «»e„d..n. a.ey be accoj-pa^^^^ tVSS'n'«rd^wi^r,tt%.n»o. bc a««*d u^ler 
that such awendmcnis might have on ine aw i> 

Anide 19<I)1. i„.ema.ional appl«.ion «.d .he amended daims. 

The sutemen. w,.D be P-W^"*" * '"^ i„,er«.Uonai application is .0 be pubKshed. 
It must be ID tbe Unguage » "rh-eh j„,„ English. 

„ be bnef. nos exceeding 500 words .f m English or f 'n"*'^'^ ,he differences berveen *e daims 
r;.d be ^.n^ed l^^-t".?^ - ^^^^^ l-^; ^^^tS as such by a heading. 

-I&^XTr^'^-^^'^^^^'^ f .arch repo^ or .he rdevance.cf ci..io„s 
I .ay no. con.n any d.sp«ag,ns contained in .he in.en«.«naa seat^h 

Conse,uenceifaden.odC».inU.na.i.na,preH«e„n.ina.^^^^^^^^^ 

^.'eS "/oTfSUnScii'^^^^^^^^^^^ -o the demand for. (PCT/.PEA/40.K 
C„..h regard to .a„.a..o„of.hein.e.a.i.na.ap^^^^^^^^^ 
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NOTES TO FORM PCT/IS.VJ20 

These Noies are intended lo give the basic instructions conceming the filing of ajnendmenis under *fj^'J^_^ 
Notes a« bM-d oii he requirements oflhe Patent Cooperation Treats-, .he Regulations and ^^'^f^'"'"^"^ 
h«tLct«ns ^'der L. TreaJv. In case of discrepancy between .he« Notes and those ^ 
appSe For motr detailed infonnaiioo. see also the KT IppUcan, s Cu,de. a puUtcahon of WIPO. 

In these Notes. -Anicle. ' -Rule" and -Sectton" refer lo the provisions of the PCT. the PCT Regulauoi« and the PCT 
Adminisirativc Insirticrions. respectively. 

fNSTRUCnONSCONCERNINC AMENDMENTS UNDZR ARTICLE 19 
The aDDJirani has aficr having received ihc iniemaiional search rcpon, one oDpominiry lo amend the claims ff the 

Funherilo7c. il should be emphasized ihar prOMSiona) pro.ectjon .s avi;iable in some Stales only. 

What parts oi'ihe international application may be amended 7 

Under ArticJc 19. only Ihe claims may be amended 

Durinp (he imemai.onal phase ihc cla.ms may also amenc^a lor funhcr amended) under Article 34 before 
the InlemaS^^^^ txam.n.ng Au.Uo- The d.scnpuon and drawmgs may only be amended 

under Article 34 before the Intemauonal Preliminary Examining Auihoniy 

apon enny into the naiional phase, all pans of the miemaiior.il applicatioi, may be amended undcf Article 28 
or. where applicable. Article 41 . 

(Rule 46.!). 

Where not to file the amendments ? 

The amendments may only be filed wiih the Intcmauonal Bureau and no( with the receiving Office or the 

Inifcrnalionaf Searching Auihoniv (Rule 46.2). 

Wh-.cre a demand for iniemaiional preliminary exammaiion hsi been/is filed, see bdow. 

Kow ? either by cancelling one oi more enure claim5. Jdm? one or more new claims or by amending the text of 
one or more of the claim*, as filed 

A replacement sheet must be iubmmed for each sheet of the cla.ms which, on account of an an^ndmenl or 
imcndmenis. differs from the sheet onginally filed. 

be renumbered consecutively | Administraiive Insiniciions. Seciton 205(b)). 

The amendments must be made In the language in which the international application is to be poblisheil. 

What documents must/may accompany the amendments ? 
Letter (Section 205(b)): 

The amendments must be submincd 'wilh a letter^ 

The leinf^r jyiJla»ttl^-iJM;>lishcd with the miemational application and the amended claims. It should not be 
lOSJ^l'EreK^f'ii'WC^fiTg;^^^, ^^^^^ ^^jclc I9ri)" fscc belou. under "Statement under Article 19(1) 



TlW^M*au?lWEngllsh^ 
in tec 



.neifsn or rrencn, ai ».ii«".v ^..-^ . - ---- «- - 

in is English, the letter must be in English; if the language of the mternational 



irnatmnal 8pp»W¥«" « English, the letter mi 
li^tP^o^ fi-enflWUbetfefter must be in Frcnclj 
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